Background: Dementia, including Alzheimer's disease (AD), is one of the most burdensome medical conditions. In order to better understand the epidemiology of dementia in Italy, we conducted a systematic search of studies published between 1980 and April 2014 investigating the prevalence of dementia and AD in Italy and then evaluated the quality of the selected studies. Methods: A systematic search was performed using PubMed/Medline and Embase to identify Italian population-based studies on the prevalence of dementia among people aged ≥60 years. The quality of the studies was scored according to Alzheimer's Disease International (ADI) criteria. Results: Sixteen articles on the prevalence of dementia and AD in Italy were eligible and 75 % of them were published before the year 2000. Only one study was a national survey, whereas most of the studies were locally based (Northern Italy and Tuscany). Overall, the 16 studies were attributed a mean ADI quality score of 7.6 (median 7.75). Conclusions: Available studies on the prevalence of dementia and AD in Italy are generally old, of weak quality, and do not include all regions of Italy. The important limitations of the few eligible studies included in our analysis, mostly related to their heterogeneous design, make our systematic review difficult to interpret from an epidemiologic point of view. Full implementation of a Dementia National Plan is highly needed to better understand the epidemiology of the disease and monitor dementia patients.
Background
Rationale Dementia, including Alzheimer's disease (AD), is one of the most burdensome medical conditions. As the prevalence of dementia increases with age, the number of people living with this condition is expected to surge in the next few decades as people live longer.
What is known about the epidemiology of dementia in Italy comes from prevalence data which typically have been generated from studies that may be inconsistent regarding diagnostic criteria, age of the studied population, or assessments used [1] [2] [3] . While there are also many publications on the prevalence of dementia in Western European countries, the results of these studies vary considerably [4] . There is therefore an urgent need to come to a methodological consensus on how best to design epidemiological studies of dementia [2] .
One important determinant of a reliable evaluation is the quality of the studies examined. In general, the quality of prevalence studies of dementia to date reflects the difficulty of diagnosing dementia. It has been suggested that a dementia diagnosis should be based upon a multidomain cognitive test battery, an informant interview, and a structured disability assessment, as well as a clinical interview to eliminate other causes of cognitive impairment [4] . Following very restricted criteria, Prince and colleagues [4] selected and ranked 51 European studies according to the standardized scoring system described in the 2009 Alzheimer Disease International (ADI) report [5] (Appendix). In this very comprehensive work, the European studies yielded a good (± standard deviation) mean quality score, with 8.2 ± 1.8 points (range of mean ± standard deviation quality scores of the studies across all regions: 5 ± 0.7 to 9.7 ± 2; overall mean all-region quality score: 7.9 ± 2) although only 8 % of the studies referred to post-2000 research. This suggests that data are lacking on the prevalence of dementia in Europe in the last decade [4] . Nevertheless, the authors confirmed the prevalence data reported by the European Collaboration for Dementia Group (EuroCoDe) [1] , with an age and gender standardized prevalence of 7.3 %, which is very similar to the 7.1 % prevalence previously estimated by the EuroCoDe group [1] .
Another important systematic review was conducted on prevalence data of dementia in Europe by the Alzheimer Cooperative Valuation in Europe (ALCOVE) [6] . This systematic review took into consideration both the quality of the studies (according to the quality score proposed by the 2009 ADI report [5] ; Appendix) and the use of standardized clinical criteria (e.g. Diagnostic and Statistical Manual of Mental Disorders, DSM) [5, 7] . According to these methods, only 3 of the 17 studies selected in the EuroCoDe review [1] and 10 of the 12 studies in the ALCOVE review [6] adopted the clinical criteria of the DSM-IV. The DSM-IV criteria were chosen as a benchmark by the authors because it was the most frequently used method in these epidemiological studies. The mean quality score of all studies that adopted the DSM-IV criteria was 6.85 ± 1.93 (median 7, range 4.5-10.5), whilst in those with a quality score ≥7 the authors found a prevalence of dementia of 7.2 %. The use of these stringent criteria led to a mean decrease of 22 % in total rate for dementia, compared with the EuroCoDe review estimates [1] , and to a mean decrease of 12 % in the total rate of dementia, compared with ALCOVE review estimates [6] .
Objectives
The objectives of this systematic review were: (i) to conduct a review of studies on prevalence of dementia in Italy; and (ii) to evaluate the quality of identified studies according to the standardized scoring system for the assessment of epidemiological trials in dementia.
Methods
We estimated the quality of studies conducted on the prevalence of dementia and AD in Italy by carrying out a systematic review of the Italian literature published between January 1st 1980 and April 1st 2014, using PubMed/Medline and Embase and searching for the following terms (in any field): (dementia OR Alzheimer disease OR Alzheimer's disease) AND prevalence AND Italy, with no language restriction. We sought and included all Italian population-based studies on the prevalence of dementia among people with age equal to or greater than 60 years old. In order to get a comprehensive ranking of the quality of studies published to date on the prevalence of dementia and AD in Italy, we excluded only the following papers:
1) Studies of prevalence from the follow-up phase of a population cohort; 2) Studies of nursing home or residential care populations, primary care attendees, or other unrepresentative service-user populations; 3) Studies in which the ascertainment of dementia depended upon help-seeking and/or receipt of dementia care services; 4) Studies restricted to young-onset dementia: 5) Reviews, meta-analyses and pooled analyses were not considered but could only have been used to find the proper original studies.
Two authors read the abstracts of all publications identified on the electronic databases, excluding only those that clearly did not meet the aforementioned eligibility criteria. In the next stage, four authors read the full-text versions of the selected publications and a consensus was reached regarding those remaining studies which met all criteria. The process of article selection followed PRISMA guidelines [8] and is illustrated in Fig. 1 .
For evaluating the quality of the studies, we adopted the same approach described in the review by Prince et al. [4] . The scoring system used to assess the quality of the studies (which considered sample size, design, response proportion and diagnostic assessment; range 0-11) is presented in Appendix. In order to quantify the studies that adopted the DSM-IV and the National Institute of Neurological and Communicative Disorders and Stroke and the Alzheimer's Disease and Related Disorders Association (NINCDS-ADRDA) criteria, the type of diagnostic tool and clinical criteria for the diagnosis of dementia were also considered [6] . When it was not clear how to classify the quality of some publications, the four authors came to a consensus following discussion. Zero points were assigned to items for which the scoring was not applicable due to lack of information. In order to globally evaluate the quality of the epidemiological data available regarding the prevalence of dementia and AD in Italy, we first scored each study and then calculated the mean, range of scores, standard deviation and median of the overall quality score.
Results
Our systematic search yielded titles for 977 publications in Medline and for 966 publications in Embase. After reading the abstracts, 954 publications from Medline and 936 from Embase were excluded as clearly ineligible, leaving 30 articles for further review. Of these 30 articles, 23 were common to both libraries and seven were retrieved from Embase only. After obtaining copies of the fully published versions of each study, 15 publications were excluded (including all seven additional references from Embase) because they were deemed ineligible or were duplicates of publications already included.
We therefore analyzed 15 publications [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] , comprising 14 different single studies and a pooled data analysis of 4 studies [23] . Two out of the four studies [10, 18] considered in the pooled data analysis [23] were already included in the list of the 14 single studies. Further to this, two other studies [24, 25] mentioned in the pooled analysis were also added into our analysis. These two studies did not focus on the prevalence of dementia and were not identified using the keywords used for our literature search; however, they did report data of interest. For these last two studies we integrated the data of interest obtained from the pooled analysis in Francesconi et al. [23] with those in the original publications. In this way, 16 of the 17 retrieved studies, i.e. all studies except the pooled data analysis [23] , were included for the final analysis of the quality score (Fig. 1) . Features of each study together with their quality score are outlined in Table 1 . Finally, as shown in Table 2 , only the studies included in the most comprehensive and frequently cited European publications on the prevalence of dementia in Europe were considered suitable for the quality analysis [1, 4, 6, 26, 27] . Out of 16 selected studies, 75 % (12 of 16) were published before the year 2000. The mean gap between the year of survey and year of publication was 4.1 ± 1.9 years (median, 4 years).
Apart from the Italian Longitudinal Study on Aging (ILSA) survey [10] , most of the studies evaluated the Estimated from Table 2 in the pooled analysis [23] prevalence of dementia in Northern Italy and Tuscany (10 of 16). Two studies were conducted in Central Italy [9, 11] and the remaining three studies were performed in Sicily [15, 16, 21] (Fig. 2) . Even including the ILSA study, we did not find any data on the prevalence of dementia for 10 out of 20 Italian regions. The prevalence of dementia in the Italian studies ranged from a minimum of 5.9 % (for a sample with range of 65-97 years) to a maximum of 61.9 % (for a sample with age >100 years) ( Table 1 ). Out of the 16 studies included in this review, 13 reported prevalence by age and sex. Ten of 16 analyzed studies (62.5 %) reported the specific prevalence data for AD. We found in these 10 studies that the prevalence of AD increased with the age of the studied population (from 3 % for a range of age of 65-97 years old to 48.9 % for a study sample with age >100 years old) ( Table 1) . Only the ILSA study [10] had a sample size >3000 (Table 1) . Twenty-five percent of the studies (4 of 16) considered 60 years to be the minimum age for inclusion (i.e. the conventional age threshold to define elderly), while the majority of studies used 65 years as the age threshold.
The majority of studies (62.5 %; 10 of 16) reported a response rate greater than or equal to 80 %. Regarding study design, only three studies (18 %) were performed with a one-phase design method [13, 19, 20] . Of the remaining studies, 13 had a two-phase design and 10 were conducted with sampling of screen negatives. No studies adopted the weighting back method (for all information see Table 1 ). Table 1 also indicates the diagnostic tools used in the 16 studies. With regard to diagnostic assessment, the informant interview was performed in three of the 16 studies. A total of six studies adopted the NINCDS-ADRDA criteria, four studies adopted both the NINCDS-ADRDA and the DSM-IV criteria, and one study was performed with DSM-IV alone. The assessment tool used was not reported in one of the remaining five studies, whilst in four studies neither For the calculation of the ADI quality score, the items reported in these publications have been integrated with those reported in the pooled data of Francesconi et al. [23] the DSM-IV nor the NINCDS-ADRDA criteria were utilized. Overall, the 16 epidemiological studies scored a mean ADI quality score of 7.6 ± 1.4 with a median of 7.75. As shown in Fig. 3 , there was only a slight tendency for study quality to improve over time.
When only the studies included in the Prince et al. [4] analysis were considered, the mean quality score of the Italian studies was found to be numerically less than that of the European studies (7.4 ± 1.1 vs. 8.2 ± 1.8) ( Table 2) . 
Discussion

Summary of evidence
Overall, this systematic review showed that the analyzed studies do not represent a valid source of epidemiological data on the prevalence of dementia in Italy. We found that, until now, no epidemiological data for 10 out of 20 Italian regions were available and that the majority of epidemiological studies were performed at the level of municipalities, with most studies conducted in Northern Italy. Some regions were more affected by dementia than others. Irrespective of geographical distribution, the prevalence rates of dementia reported in the Italian studies vary widely which may be due to important differences in methodological approaches and population age ranges. In the 16 studies analyzed, we found five different age ranges of study samples, a discrepancy that makes it difficult to compare the results of these studies and suggests a lack of methodological consensus. Furthermore, it is important to note that the only nationwide survey on the prevalence of dementia in Italy with a sample size >3000 subjects excluded those who were older than 84 years, an age range associated with a high rate of dementia.
From a diagnostic methodological perspective, the majority of Italian studies on the prevalence of dementia and AD included in our analysis adopted a two-phase design, but not all of them used sampling of screen negatives and none of them adopted the weighting back method. Furthermore, the informant interview was performed in only a minority of selected publications.
Overall, the Italian studies included in this review had lower ADI quality scores than those of European studies and, unlike the finding reported in the meta-analysis of Prince et al. [4] , quality showed only a slight tendency to improve over time.
Implications
The finding of the lack of robust recent epidemiological data is in accordance with the global data reported in a meta-analysis, which showed that the number of epidemiological studies on the prevalence of dementia in high-income countries peaked in the 1990s and subsequently dropped off sharply [4] . Even if the prevalence of dementia and AD has not changed significantly over time [1] , the paucity of epidemiological data on the prevalence of dementia in Italy over the last ten years is regrettable and has important implications from economic and social points of view. Indeed, annual updates of the actual number of patients with dementia residing in a country should be the first step in creating a policy supporting patients and their families. It is also noteworthy that the geographic distribution of territorial Alzheimer Evaluation Units in Italy is not homogeneous, with the majority located in the north of the country [28] . This geographic distribution might explain, at least in part, why most epidemiological studies on dementia and AD in Italy have been performed in northern regions.
Another issue regarding studies on the prevalence of age-related diseases like dementia and AD is the timing of publication in relation to the time of survey. At a national level, health policy strategy is dependent on accurate and current estimates of the size of the problem [1, 4] . The gap between the dates of the surveys and their dates of publication, together with the scarcity of recent data, suggests that the available publications on the prevalence of dementia in Italy may not represent an up-to-date source of information for health economic policy planning regarding patients with dementia.
Epidemiological studies on prevalence of dementia in Italy show low methodological quality. As Prince et al. [4] reported, multiphase methods in general tend to underestimate the prevalence of dementia and overestimate the precision. In accordance with other epidemiological studies [4] , our analysis confirmed that many studies omitted the informant interview. Furthermore, prevalence estimates may reflect the diagnostic criteria adopted by each study. For example, a study that evaluated the prevalence of dementia using different systems of classification found that the proportion of subjects with dementia varied from 3 % when International Classification of Diseases (ICD)-10 criteria were used to 29 % when DSM-III criteria were applied [7] . Similarly, the variability observed in European epidemiological studies has been attributed precisely to the clinical criteria adopted [1, 6] . In our analysis, 31 % of the studies used neither the DSM-IV criteria nor the NINCDS-ADRDA criteria. This finding represents a major methodological issue considering that only the latter diagnostic criteria have been validated with post-mortem data [6] .
The weak ADI quality scores of the Italian studies, along with evidence that quality showed only a slight tendency to improve over time, has important implications at the national healthcare system level. Since no national survey commissioned by the Italian government has been performed in Italy, we suggest that the Italian healthcare system should urgently institute nationally representative surveys using the highest quality epidemiological methods, as defined in the ADI 2009 report, and repeat them at regular intervals to track any changes in the prevalence of dementia or AD [4, 6] .
Based on the findings of our systematic review, we believe that the development of a national plan might be an appropriate strategy to obtain epidemiological estimates on dementia using the current healthcare system and, at the same time, we encourage researchers to undertake national surveys. A national plan might help overcome differences between Italian regions, whilst the detailed estimates obtained in this way might be useful for policymaking, planning, and allocation of health and welfare resources.
Limitations
This review has several limitations First, our selected studies included surveys that were not specifically dedicated to the prevalence of dementia [10, 24, 25] , which may have resulted in a bias in the types of publications included in the review. Second, although we reported that 75 % of studies were published before the year 2000, this finding might be due to our search methodology as PubMed/Medline and Embase were the only databases searched. However, this bias is unlikely to be substantial since all studies included in our analysis (Table 2) were also included in the most relevant metaanalysis published in this field [4] Third, the quality of studies included in this review was low. Fourth, The mean gap of four years between the year of survey and the year of publication should also be taken into account. Fifth, the review was not listed on an international prospective register of systematic reviews such as PROSPERO [29] . Sixth, this review has the intrinsic methodological limitation that the prevalence rates derived from all the analyzed studies have not been standardized or compared with those of a reference population, e.g. one chosen for age and sex. Finally, it should also been taken into consideration that although the quality of the studies only slightly improved over time, our literature search for the studies on prevalence began in 1980 and 75 % of the selected studies were published prior to 2000. Therefore, many of the included studies were unlikely to have been conducted in conformity with current requirements for epidemiological studies [30] .
Conclusions
Despite the availability of several publications, data on the prevalence of dementia in Italy and their usefulness for evaluating the epidemiological burden of the disease in Italy are minimal. The majority of studies were conducted in the 1990s with important methodological and geographic differences that undermine determination of the true national prevalence of dementia. Overall, the quality of Italian studies was lower than that of European studies and only slightly improved over time. Full implementation of a Dementia National Plan would help physicians, scientists and regulators to better understand the epidemiology of dementia and AD in Italy.
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For the systematic review, AB and EC read the abstracts of all publications identified on the electronic databases, excluding only those that clearly did Standardized scoring system for the assessment of quality of epidemiological trials in dementia [5] In the two-phase study, all participants are evaluated in the first phase using a screening tool. All the patients with a score below a predefined cutpoint (screen positives) will enter into the second phase of the study for a more comprehensive evaluation. In order to get a more correct evaluation, a random sample with a score above the cutpoint (screen negatives) should also be included in the second phase of the study. In this way the false positive rate can be estimated among the screen negatives and the related weight ('weight back') can be evaluated, calculating an overall prevalence taking into account the different sampling proportions of screen positives and screen negatives. In the one-phase study, all patients directly receive a comprehensive clinical evaluation
